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Supplemental Methods
Removal of vascular endothelium
Vascular endothelium of porcine coronary arteries was removed by gently rubbing the intimal surface with a wooden stick. Effectiveness of endothelial removal was confirmed by the lack of bradykinin-induced relaxation.
Determination of cyclic GMP levels in endothelial cells
Porcine aortic endothelial cells were isolated and cultivated as described (Schmidt et al., 1989) . For experiments, cells grown on 24-well plates were pre-equilibrated in serum-free DMEM for 15 min. Thereafter, cinaciguat was added to yield final concentrations of 10 µM and 100 µM. After incubation for 45 min, reactions were either terminated by removal of medium and addition of 1 ml of 10 mM HCl or medium was replaced by fresh DMEM and cells incubated for further 60 min (washout period). Intracellular cGMP was measured by radioimmunoassay. Data were normalized to maximal cGMP formation measured in the presence of 1 µM DEA/NO under control conditions.
Measurement of vascular phosphodiesterase activity
Total PDE activity of homogenates prepared from porcine coronary arteries was determined as hydrolysis of [ 32 P]cGMP. Vessels (∼0.5 g) were snap frozen in liquid nitrogen and pulverized using mortar and pestle. The powder was mixed with 4 volumes of TEA/HCl buffer (50 mM, pH 7.4) and homogenized on ice using an Ultraturrax tissue blender (2 x 1 min). The homogenate was centrifuged for 2 min at 500 x g to remove debris. The pellet was discarded and the supernatant was used for (Schultz and Böhme, 1984) . For quantification of total PDE activity 0.2 mg of homogenate was preincubated at 37 °C for 10, 40, and 90 min in the absence and presence of cinaciguat (1 µM) with or without the non-specific PDE inhibitor IBMX (1 mM) or the PDE5-specific inhibitor sildenafil (1 µM). At the indicated time points, 10 µM 
